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- r/ie MAILING DATE ofmi ^=^on appears on the cover sHeet v.^, tne coTf^pondence a<^dross - 

Period for Reply ..^..-rLj/o\ cd^m 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 

THE MAILING DATE OF THIS COMMUNICA^^^^ ,„„„ event, however, may a rep,, ba.ime,y™sd 

- ExIenslonsoftifnemaybeavailableundertheprovisionsofSTCfKi.iJD^^^^ 
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. ft^;pehS\orr^plVspedfiedaboveisl«s««nthi«y 

. If NO period for reply is specified above, the ^s^ S m^^^^^ to beiome ABANDONED (35 U^S.C. § 133). 

earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 Responsive to communication{s) filed on 18 June 2003 . 
2m This actionis FINAL. 26)0 This action is non-final. 

3) D Since this application is in condition for ^^^^^ 75^0^213.^° ""'^ 

closed in accordance with the practice under Ex parte Qi/ay/e, lyJb u.u. 1 1 , huo 

Disposition of Clainas 

4) ia Claim(s) 1 and 3-49 is/are pending in the application. 

4a) Of the above claim(s) o-9n :^:^.35 and 39-41 is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

qM rinimh) ^-^oi-9fi,^f^-38 and 47-49 is/are rejected. 
?)□ Claim(s) 4.27-32.42-46 is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

I om The drawing(s) filed on 19 July 2001 is/are: a)D accepted or objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

I I )□ The proposed drawing correction filed on is: a)^ approved b)^ disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this OfHce action. 

12) 0 The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. §§ 119 and 120 

13) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-{d) or (f). 

a)nAII b)n Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2 □ Certified copies of the priority documents have been received in Application No. . 

3 □ Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)) 

* See the attached detailed Office action for a list of the certified copies not received. 

14) ^ Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisional application), 
a) □ The translation of the foreign language provisional application has been received. 

15) nlknow,edgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 . 
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^ H /DTo 4) □ interview Summary (PTO-413) Paper No(s). . 

1) g NoUce of References Cited (PTO-892) 5) □ Notice of tnfomial Patent Application (PTO-1 52) 

2) □ Notice of Drattsperson's Patent Drawing Review (PTO-948) ^ LJ ^ouce 

3) □ infomiation Disdosure Statement(s) (PTO-1449) Paper No(s) • ^-^ 
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Application/Control Number: 09/908,992 
Art Unit: 1632 

DETAILED ACTION 



Applicants' amendment and response filed 6/18/03 have been entered as Paper 
No. 15. Claims 1 and 3 have been amended. Claim 2 has been canceled. Claims 21-48 
are newly added. 

Please note that new claims presented two "claim 46", therefore, claims 46-48 
have been renumbered as claims 46-49 according to 37 C.F.R. 1 .126 (see MPEP 

608.01 (j) and 608.01 (n)/IV). 

Newly submitted claims 33-35 and 39-41 are directed to an invention that is 
independent or distinct from the Invention originally claimed for the following reasons: 
claims 33-35 and 39-41 are drawn to a nucleic acid encoding a Tid-1 polypeptide that is 
mouse origin, whereas original claimed nucleic acid sequence is human origin. The 
sequences from human and mouse are structurally different, the search and 
consideration are not co-extensive. The claims would have been restricted if presented 
originally. Since applicant has received an action on the merits for the originally 
presented invention, this invention has been constructively elected by original 
presentation for prosecution on the merits. Accordingly, claims 33-35 and 39-41 are 
withdrawn from consideration as being directed to a non-elected invention. See 37 CFR 
1.142(b) and MPEP §821.03. 

Claims 1 and 3-48 are pending, however, claims 9-20, 33-35 and 39-41 are 
withdrawn from further consideration by the Examiner, pursuant to 37 CFR 1 .142(b). as 
being drawn to non-elected inventions, there being no allowable generic or linking claim. 
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Claims 1 , 3-8, 21-32, 36-38, and 42-48 are under current examination. 



Claim Objections 

Claims 36-38 are objected to under 37 CFR 1 .75(c). as being of improper 
dependent form for failing to further limit the subject matter of a previous claim. 
Specifically, claims 36-38 are drawn to a nucleic acid that does not encode SEQ ID No. 
9 because there is a positional mutation in the sequence. However, claims depend from 
a claim (27) drawn to a nucleic acid that encodes SEQ ID No. 9. The parent claim does 
not embrace the dependent claim. Applicant is required to cancel the claim(s). or amend 
the claim(s) to place the claim(s) in proper dependent form, or rewrite the claim(s) in 
independent form. 

Claims 4, 27-32, and 42-46 are objected to as being dependent upon a rejected 
base claim, but would be allowable if rewritten in independent form including all of the 
limitations of the base claim and any intervening claims. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The soecificaMon shall contain a written description of the invention, and of the manner and process of 

set forth the best mode contemplated by the inventor of carrying out h.s invention. 

Claims 1 . 3. 5-8 stand rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described In the specification in such a way as 
to reasonably convey to one skilled in the relevant art that the inventor(s), at the time 
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the application was filed, had possession of the claimed invention, and the rejection now 
apDiies to new claims 21-26 and 47-49. 

In Paper No. 16, Applicants argued that the specification has sufTiciently sets 
forth distinguishing characteristics of the claimed nucleic acid, and stated a list of 
reasons such are described. The arguments have been fully considered but they are not 
persuasive, and will be addressed as follows: 

With respect to the disclosed human and mouse sequences for Tid-1 S. 
Applicants' counsel indicated that the two proteins differ in only 5 amino acids. 
However, a sequence alignment of SEQ ID No: 9 (hTid-1S) and SEQ ID No: 29 (mTid- 
1 S) would find 58 amino acid mismatches. 

With respect to the disclosed human dominant negative TidlS mutant. It is noted 
claims allow 10% variation of coding nucleic acids, which would be translated to at least 
M5 amino acid changes throughout the SEQ ID No. 9. It is highly unpredictable what 
the function of the resulting polypeptide would be considering that just one amino acid 
substitution at position 121 of SEQ ID NO. 9 has caused a reversal of the biological 
function of SEQ ID No. 9. i.e. from anti-apoptosis to pro-apoptosis. 

With respect to the disclosed canonical J-domain. shown to be necessary for the 
anti-apoptotic activity of Tid-1 S. and important in Tid-1 L. It is noted that Tid-1 S and Tid- 
1 L have opposing effects in apoptotic responses, yet both contain the recited J-domain. 
Apparently, the presence of the J-domain could either suppress or increase apoptosis in 
a cell, thus the functions of the polypeptides are, at the least, not solely determined by 
the J-domain. in another words, the described J-domain does not provide identifying 
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features of the genus, one skilled in the art can not extrapolate the function of a 
polypeptide from the mutation in position 121 of SEQ ID No. 9 to a mutation in any 
position of J-domain spanning from positions 89-168 of SEQ ID No: 9. and/or any 
position of SEQ ID No. 9 (position 1 -453). 

With respect to the argument that the C-terminal specific sequence is present in 
both human and mouse Tid-1 S, and therefore appears to be necessary for the anti- 
apoptotic activity of Tid-1 S protein, it is noted that the specification teaches that a J- 
domain mutation would cause the functional reversal of the Tid-1 S protein 
(Specification, page 5, lines 1-2). and this occurs even when the C-terminal specific 
sequence remains present. Qn the other hand, a J-domain mutation also cause the 
functional reversal of the Tid-1 L from pro-apoptosis to anti-apoptosis, and this occurs 
even when the C-terminal specific sequence is absent. It is also noted that the original 
disclosure is silent with respect to the function of the C-terminal 6 amino acid sequence. 
The original disclosure only teaches that SEQ ID No. 7 (the C-terminal sequence) could 
be used as a PCR primer or probe (Specification, page 20, line 23, and section in page 
25). and fails to teach its functional association with apoptosis. Therefore, the 
arguments lack support from the specification. 

New claim 25 requires that the nucleic acids of claim 1 encode a protein that 
suppresses apoptosis. However, out of the two polypeptides disclosed in the 
specification (SEQ ID No: 9. and a position 121 mutant of SEQ ID No: 9). one increases 
apoptosis. yet its coding sequences are more than 99% identical with SEQ ID No: 3 and 
comprising SEQ ID No: 7. Accordingly, in view of the cited teaching of record regarding 



Paoe 6 

Application/Control Number: 09/908,992 
Art Unit: 1632 

protein structure and function, and the unpredictable nature of Tid-1S taught in the 
specffication. it is concluded that the distinguishing structural-function characteristics of 
the genus has not been adequately described. 

For reasons of record and set forth supra, the specification fails to meet the 
written description requirement as it is broadly claimed. 

Claims 1 , 3-8 stand rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to enable 
one skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and/or use the invention, and the rejection now aEElies to new claims 21-26 and 
47-49. 

Applicants presented the same argument as addressed in the immediate 
preceding section, thus the response will not be reiterated here. With regard to the 66 
N-terminal amino acids of the protein in Tid-1 S, it is noted that the sequence is present 
in both Tid-1 S and TId-IL. and will be cleaved off before entering the functional site, i.e. 
mitochondria, thus, does not appear to provide support for functional aspect of Tid-1 S. 

For reasons of record and set forth supra, the specification fails to meet the 
enablement requirements. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shail conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 
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Claims 36-38 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims are vague and indefinite because they are drav^n to a nucleic acid 
encoding a polypeptide comprising SEQ ID No: 9. yet has a mutation at position 121 . 
Because of the presence of the mutation, the nucleic acid encoding the mutant will not 
comprising the nucleic acid encoding SEQ ID No. 9. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 
States, 

The prior rejection of claims 1 , 3-8 under 35 U.S.C. 102(b) as being anticipated 
by Schilling et al (Virol 1 998;247:74-85, IDS/CB) is withdrawn in view of the claim 
amendment. 

The prior rejection of claims 1 . 3-8 under 35 U.S.C. 1 02(a) as being anticipated 
by Skyen et al (PNAS 1999 July 20;8499-8504. IDS/CD) is withdrawn in view of the 
1 .1 32 Declaration of Skyen et al. 
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Claims 1 . 3. 5-7, 21 , 22, 26 are new!, rejected under 35 U.S.C. 102(a) as being 
anticipated by Han et el (Sequence ID AF244136. GenEmbI, 2000 April 30). 

Han et al disclose a novel gene associated with human hepatocellular 
carcinoma, which is 97.20/o identical to SEQ ID Nos: 3 or 5 and comprising SEQ ID No: 
7. Therefore, Han et al anticipate instant claims. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though — 

^rtynh-s^bissr^^^^^^^^^ 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a). the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 

consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 

prior art under 35 U.S.C. 103(a). 

Claim 8 rejected under 35 U.S.C. 103(a) as being unpatentable over Han et al 

(Sequence ID AF2441 36. GenEmbI . 2000 April 30), in view of Schilling et al (Virol 

1998;247:74-85, IDS/CB). 
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C* 8 . d,a»n .0 a p^cess o, p.du.ng a po„pep«e encoded P, *e dained 
„„.elea«, Han e,a/does notdead, ,each me r^. Sc.*. a, aUeaoh uain, a 
p,as.ld confining *.engm T..1 c^ing sedueace opa,aP„ .nKed » a p— to, 
,„ ^„ p.d.c«cn o, T,d.1 P..ein (parag^p. ^«ging « and m colu^na. page 83). 

Ao^rdlng,,. « would Kave been obvics to one o, o*an- s« in .he a« a, me 
«„« me was .ade to .^«y ma .emods «ugh, by Han a, a,, b, si.p,v uaing 

me nuceic acid as .augb. by Han a, «/ in me process o, prCucing a po,ypep«da as 
,a«b. by ScM.ng a, a, .^b a reasonable expec«.on 0. success. Tbe ordinan, s*d 
,,«san wcu. have been .o.va.ad to ,«-i.y me Cain,^ ,nveh.cn because me n^amod 
™ui,n. ,n ma ad .or producing a po,yp.p«e. Thus, me c,ain,«. Invention as a whole 
v^s deady prim, facie obvious in me absence of evidence to me conirary. 

Conclusion 

NO claim is allowed. Claims 4. 23-25. 27-32. 36-38. 42-49 are free of the cited 
prior art of record, however, they are subject to other rejections. 

Applicar^fs amer^dment r^ecessitated the new ground(s) of rejection presented .n 
this Off.ce action. Accordingly. THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(3). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A Shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
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„*d u„,i, anerthe »d THREE.«NTH shortened sUUnon, perW. »-en.he 
Shortened sU.u,o„ penod wlll e>*l,e on .he date .he adviso,, aCon is mailed, and any 
extension fee pu-suan. .o 37 CFR 1 ,136(a) will be calculated fron, the mailing date of 
the advisotv action. In no e.ent. ho»eve., - the sta.u.o.v penod .0, ,epi, expire later 
than SIX MOUTHS from the date of this final acSon. 

An, incuirv concerning «s communion o, eadier 7"';^^^ 
examiner shcM be dlreCed to Q. Janice Li »hose telephone number ,s 703-30»-7942. 
: examiner can ™,rmallv be reaped on .30 am - . p.m.. ™- ^ 

If a«empte to reach the examiner by telephone are unsuccessful, the examiner 
supe^sor, Deborah . Reynolds can be .ached on ^"^^''^-^HZl^ 
for the organization where this application or proceeding is assigned are 703^72.9306 
io, regular oommunicaUons and 703-872-9307 for After Final communicatrons. 

Any inquiry of fomfal manors can be directed to the patent analyst, D,an,ece 
Jacobs, whose telephone number Is (703) 306-3388. 

Any ingulry of a general nature or rela.ng to the stetus of this ^PP « 
proceeding should be directed to the recep«onis, whose «ephone number ,s TO-308- 
^236 The faxing of such papers mus. confonn .o «,e no«ce published ,n .he Of^cai 
Gazette 1096 OG 30 (November 15, 1989). 

Q. Janice Li 
Examiner 
Art Unit 1632 
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ANNEM-WEHBE'PH^D 
PRIMARY EXAMINER 



